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DETAILED ACTION 

Applicant's amendment received on 08/08/2008, wherein claim 1 has been 
amended, and claims 2-5 have been canceled. 

Applicant's arguments have been considered, but not found persuasive. The 
rejection of claims 1-5, 7, 24-30 under 35 U.S.C. 103(a) as being unpatentable over 
Stearns (Annals of Oncology Vol. 11, pages 17-22, PTO-1449), as evidenced by Quella 
et al. (The Journal of Urology, Vol.162, 1999, pages 98-102, PTO-1449), and further in 
view of Janowsky et al. (The Journal of Clinical Psychiatry, Vol.45, No. 10, Sec. 2, pages 
3-7, PTO-1449) is MAINTAINED. See under response to arguments. 

Claims 1,7,1 0-1 5, 1 7-22, and 24-30 are examined herein. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 7, 24-30 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Stearns (Annals of Oncology Vol. 11, pages 17-22, PTO-1449), as evidenced by Quella 
et al. (The Journal of Urology, Vol.162, 1999, pages 98-102, PTO-1449), and further in 
view of Janowsky et al. (The Journal of Clinical Psychiatry, Vol.45, No. 10, Sec. 2, pages 
3-7, PTO-1449). 
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Stearns et al. teach that vasomotor symptoms such as hot flashes occur in 
premenopausal, and postmenopausal women and are sensation of heat accompanied 
by sweating, flushing, palpitations, anxiety, irritability, panic attack. Stearns further 
teaches that hot flashes are also accompanied by co-existing symptoms, including 
depression, nervousness, agitation, insomnia and inability to concentrate, which 
symptoms can also exacerbate the hot flashes. See page 16, left hand column, first and 
second full paragraphs. It is taught that compounds prescribed for the treatment of 
depression such paroxetine hydrochloride (SSRI) are effective therapy for hot flashes. 
Accordingly, Stearns et al. teaches that depression is a condition that commonly co- 
exists with, and exacerbates, individuals suffering from hot flashes and is also 
commonly associated with menopause in general, and can be treated with anti- 
depressants. See paragraph bridging pages 16-17. Stearns also teaches SSRI /NRI, 
venlafaxine hydrochloride an antidepressant was evaluated for treatment of hot flashes 
in men on androgen blockade, and thus teaches the treatment of male patients that are 
naturally, chemically or surgically andropausal. It is taught that 55 % of the subjects had 
greater than 50 % reduction in hot flash frequency and 58 % had a greater than 50 % 
reduction in hot flash severity scores when treated with venlafaxine hydrochloride. See 
page 20, left hand column, paragraph 3. Note, as evidenced by Quella et al. (The 
Journal of Urology, Vol.162, 1999, pages 98-102, PTO-1449), venlafaxine hydrochloride 
is an antidepressant that inhibits serotonin and norepinephrine reuptake. 

Stearns et al. does not specifically teach administration of norepinephrine reuptake 
inhibitor, desipramine in the treatment of hot flashes. 
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Janowsky et al. teaches that despiramine is a novel antidepressant. Janowsky et al. 
teaches that despiramine is useful in the treatment of panic attack, bulimia, and 
enuresis. See page 3, left hand column. It is taught that desipramine has low side effect 
profile compared to other antidepressants such as imipramine, amitirptyline, doxepin, 
trimipramine, maprotiline. See page 6, left hand column. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to administer the specific compound such as desipramine, as 
taught by Janowsky et al. for the treatment of depression, panic attack occurring as a 
co-symptom of hot flashes and/or menopause, as taught by Stearns et al, because 1) 
Stearns et al. teaches that depression, panic attack are co-symptoms of hot flashes 
and/or menopause that can also exacerbate the hot flashes, and also teaches the use 
of venlafaxine HCI an antidepressant to treat hot flushes, and 2) Janowsky et al. 
teaches that the desipramine is capable of treating depression, and panic attack. Thus, 
one of ordinary skill in the art would have been motivated to provide the specific 
compounds, such as desipramine, in the treatment of depression occurring as a co- 
symptom of hot flashes and/or menopause, as in Stearns et al, with the expectation of 
providing a treatment capable of alleviating the co-symptoms of hot flashes and/or 
menopause to lessen the severity of the hot flashes. 

Claim 22 is rejected under 35 U.S.C. 103(a) as being unpatentable over Stearns 
(Annals of Oncology Vol. 11, pages 17-22, PTO-1449), in view of Janowsky et al. as 
applied to claims 1-5, 7, 23-30 above, and further in view of Gould (International Journal 
of Pharmaceutics. 33 (1986), pages 201-217; PTO-892). 
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Stearns and Janowsky are applied as discussed above. 

Janowsky do not specifically teach the employment of addition salt of 
desipramine. 

Gould teaches that salt form of drugs provide the means of altering the 
physiocochemical properties such as aqueous solubility, stability and biological 
characteristics of a drug without altering its chemical structure. It is also taught that 
hydrochloride salts of basic drugs is the most frequent choice of the available anionic 
salt-forming species. See abstract; page 202; page 203, left-hand column. 

It would have been obvious to a person of ordinary skill in the art at the time of 
invention to employ addition salt, a hydrochloride salt of desipramine because Gould 
teaches that salt form of drugs provide the means of altering the physiocochemical 
properties such as aqueous solubility, stability and biological Characteristics of a drug 
without altering its chemical structure, and further teaches that hydrochloride salts of 
basic drugs as the most frequent choice. It would have been obvious to a person of 
ordinary skill in the art at the time of invention to use a hydrochloride salt desipramine 
because using a hydrochloride salt of any known base is well within the skilled artisan. 
One of ordinary skill in the art would have been motivated at the time of invention to use 
hydrochloride salt of desipramine with the expectation of obtaining a pharmaceutical 
composition with better physiocochemical properties such as aqueous solubility, stability 
and biological characteristics of desipramine. 



Application/Control Number: 10/685,812 Page 6 

Art Unit: 1617 

Claims 10-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Stearns (Annals of Oncology Vol. 1 1 , pages 17-22 , PTO-1449), in view of Janowsky et 
al. (The Journal of Clinical Psychiatry, Vol.45, No. 10, Sec. 2, pages 3-7) as applied to 
claims 1-5, 7, 23-30, and further in view of Hunter (WO 99/44601 , PTO-1449). 
Stearns and Janowsky are applied as discussed above. 

The references do not specifically teach administering serotonin reuptake inhibitor 
such as fluoxetine in combination with desipramine in the method therein. 

Hunter teaches a method of decreasing hot flashes in a human female by 
administering serotonin reuptake inhibitor, fluoxetine in an amount of 1 mg to 200 mg 
per day. See abstract; page 6, lines 1-10. 

It would have been obvious to a person of ordinary skill in the art at the time of 
invention to administer fluoxetine in combination with desipramine in the method of 
treating hot flashes. It is generally considered prima facia obvious to combine 
compounds each of which is taught by the prior art to be useful for the same purpose, in 
order to form a composition which is used for the very same purpose. The idea for 
combining them flows logically from their having been used individually in the prior art. 
As shown by recited teachings of Stearns in combination with Janowsky, and Hunter the 
instant claims contain two anti-depressants capable of treating or alleviating the 
symptoms of hot flashes. In re Kerkohoven, 626 F.2d 848, 205 USPQ 1069 (CCPA 
1 980). Accordingly the method of claims 1 0-1 2 is obvious. 

Regarding recitation "wherein said norepinephrine reuptake inhibitor and said 
serotonin reuptake inhibitor are administration concurrently", one of ordinary skill in the 
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art at the time of invention was made would have found it obvious to vary and/or 
optimize the administration of the drugs, such as administering concurrently or 
simultaneously, according to the guidance provided by the references, to provide a 
treatment method with desired treatment efficacy. It is noted that "where the general 
conditions of a claim are disclosed in the prior art, it is not inventive to discover the 
optimum or workable ranges by routine experimentation. "In re Aller, 220 F.2d 453, 456, 
105 USPQ 233, 235 (CCPA 1955). 

Claims 13-15, 17-21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Stearns (Annals of Oncology Vol. 11, pages 17-22 , PTO-1449), in view of 
Janowsky et al. (The Journal of Clinical Psychiatry, Vol.45, No. 10, Sec. 2, pages 3-9) as 
applied to claims 1-5, 7, 23-30, and further in view of French (Pharmac. Ther. Vol. 68, 
No.2, pp. 175-208, 1995, PTO-1449). 

Stearns and Janowsky are applied as discussed above. The references do not 
specifically teach administering desipramine in combination with a2-adrenergic receptor 
antagonist such as atipamezole. 

French teaches that a2-adrenoceptors control body temperature, and also 
teaches atipamezole as an a2-adrenoceptor ligand. See page 186, Table, and bottom 
paragraph. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to administer a2-adrenergic receptor antagonist such as 
atipamezole in method of treating hot flashes because 1) French teaches that a2- 
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adrenoceptors control body temperature, and 2) atipamezole is a a2-adrenoceptor 
ligand. Thus, one of ordinary skill in the art would have been motivated to provide 
atipamezole with reasonable expectation of treating hot flashes by modifying a2- 
adrenoceptor which is responsible for controlling the body temperature. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to administer a2-adrenergic receptor antagonist such as 
atipamezole in combination with desipramine in the treatment method of Stearns and 
Janowsky because 1) Stearns et al. in combination with Janowsky et al. teach that 
desipramine is effective in treating hot flash a sensation of heat, and 2) French teaches 
that a2-adrenoceptors control body temperature, and also teaches that atipamezole as 
an a2-adrenoceptor ligand. Thus, one of ordinary skill in the art would have been 
motivated to provide atipamezole in the method of Stearns and Janowsky with the 
expectation of success in achieving treatment of hot flashes in patients. 

Regarding recitation "wherein said norepinephrine reuptake inhibitor and a2- 
adrenergic receptor antagonist are administration simultaneously, concurrently", one of 
ordinary skill in the art at the time of invention was made would have found it obvious to 
vary and/or optimize the administration of the drugs, such as administering concurrently 
or simultaneously, according to the guidance provided by the references, to provide a 
treatment method with desired treatment efficacy. It is noted that "where the general 
conditions of a claim are disclosed in the prior art, it is not inventive to discover the 
optimum or workable ranges by routine experimentation. "In re Aller, 220 F.2d 453, 456, 
105 USPQ 233, 235 (CCPA 1955). 
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The recitation "wherein said a2-adrenergic receptor antagonist is selective for the 
a2A-adrenergic receptor", "wherein said a2-adrenergic receptor antagonist is selective 
for the a2B-adrenergic receptor", ""wherein said a2-adrenergic receptor antagonist is 
selective for the a2C-adrenergic receptor", and ""wherein said a2-adrenergic receptor 
antagonist is selective for the a2D-adrenergic receptor", in claims 18-21 are properties 
of the compound, and such properties would be present in the compound atipamezole. 



Response to Arguments 

Applicant argues that "The invention as claimed provides for treating hot flashes 
by administering a NRI that is not a dual SRI/NRI. The invention as claimed does not 
provide for treating depression as an alleged co-symptom of menopause, nor for 
treating other alleged co-symptoms of hot flash. The Office action erroneously equates 
the treatment of depression to the treatment of hot flash." These arguments have been 
considered, but not found persuasive. Stearns teaches that hot flashes are also 
accompanied by co-existing symptoms, including depression, nervousness, agitation, 
insomnia and inability to concentrate, which symptoms can also exacerbate the hot 
flashes. Stearns teaches that compounds prescribed for the treatment of depression 
such paroxetine hydrochloride (SSRI) are effective therapy for hot flashes. Stearns also 
teaches that SSRI /NRI, venlafaxine hydrochloride an antidepressant was evaluated for 
treatment of hot flashes in men on androgen blockade, and thus teaches the treatment 
of male patients that are naturally, chemically or surgically andropausal i.e Stearns 
teaches that antidepressants with norephinephrine reuptake inhibitor activity (NRI) are 
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employed in treating hot flashes. Janowsky et al. teaches that desipramine an NRI is 
capable of treating depression, and panic attack. It would have been obvious to one of 
ordinary skill in the art at the time of invention to employ an NRI, desipramine to treat 
hot flashes because 1) Stearns teaches that antidepressant (as evidenced by Quella 
venlafaxine hydrochloride is an antidepressant that inhibits norepinephrine reuptake) 
such as venlafaxine hydrochloride which is an NRI is known to treat hot flashes, and 2) 
desipramine, an NRI is known to treat depression. Accordingly, there is clear motivation 
to employ desipramine an antidepressant that inhibits norepinephrine reuptake with 
reasonable expectation of success of treating hot flashes with beneficial effects such as 
lower side effects because Stearns et al. teaches that depression, panic attack are co- 
symptoms of hot flashes and/or menopause that can also exacerbate the hot flashes, 
and also teaches the use of venlafaxine HCI which is a norepinephrine reuptake 
inhibitor, an antidepressant to treat hot flushes. 

In response to applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, All 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Claims 1-5, 7, 22-30 are provisionally rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1, 4-6, 
13-22 of copending Application No. 10/685,974. Although the conflicting claims are not 
identical, they are not patentably distinct from each other. The instant claims are drawn 
to a method of treating vasomotor symptoms in a subject comprising administering 
norepinephrine reuptake inhibitor, and the '974 is drawn to a method of treating 
vasomotor symptoms in a subject comprising administering a first component which is a 
norepinephrine reuptake inhibitor, in combination with a second component which is a 
5-HT2a receptor antagonist. Although the conflicting claims are not identical, they are 
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not patentably distinct from each other because they are both drawn to a method of 
treating vasomotor symptoms by administering overlapping compositions. 

Therefore, the instant claims 1-5, 7, 22-30 are seen to be obvious over the claims 
1,4-6, 13-22 of copending Application No. 10/685,974. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claims 1-5, 7, 13-17, 19, 22-30 are provisionally rejected under the judicially 
created doctrine of obviousness-type double patenting as being unpatentable over 
claims 1-12, 15-29 of copending Application No. 10/962,897. Although the conflicting 
claims are not identical, they are not patentably distinct from each other. The instant 
claims are drawn to a method of treating vasomotor symptoms in a subject comprising 
administering norepinephrine reuptake inhibitor, and a2-adrenergic receptor antagonist 
and the '897 is drawn to a method of treating vasomotor symptoms in a subject 
comprising administering a2B-adrenergic receptor antagonist and norepinephrine 
reuptake inhibit. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because they are both drawn to a method of treating vasomotor 
symptoms by administering overlapping compositions. 

Therefore, the instant claims 1-5, 7, 13-17, 19, 22-30 are seen to be obvious over 
the claims 1-12, 15-29 of copending Application No. 10/962,897. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded 
of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period, will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shobha Kantamneni whose telephone number is 571- 
272-2930. The examiner can normally be reached on Monday-Friday, 8am-4pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, Ph.D can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
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more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Shobha Kantamneni, Ph.D 
Patent Examiner 
Art Unit : 1617 



/Shengjun Wang/ 

Primary Examiner, Art Unit 1617 



